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Figure 1 




(1) FIRST STRAND (2) SECOND STRAND 

Lrvsvru* imimiiiiiiiimiiiiiiiiiiiiitiii — O-R 

DEPROTECTION 



111 1 until i ii ii mi mill in i nun — O-R 



PURIFICATION 
(DETRITYLATION) 



Hiiiimmiiiiiiiiiiiimimmim siRNA DUPLEX 



if = SOLID SUPPORT 



R - TERMINAL PROTECTING GROUP 

FOR EXAMPLE: 
DIMETHOXYTRITYL (DMT) 

= CLEAVABLE LINKER 

(FOR EXAMPLE: NUCLEOTIDE SUCCINATE OR 
(2 ) EWERTED DEOXYABASIC SUCCINATE) 

v/wx^yx = CLEAVABLE LINKER 

(FOR EXAMPLE: NUCLEOTIDE SUCCE4ATE OR 
INVERTED DEOXYABASIC SUCCINATE) 



? r- ? 




INVERTED DEOXYABASIC SUCCINATE GLYCERYL SUCCINATE LINKAGE 

LINKAGE 
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Figure 4 
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SENSE STRAND (SEQ ID NO 303) 
ALL POSITIONS RIBONUCLEOTIDE EXCEPT POSITIONS (N N) 

5'- B-NNNNNNNNNNNNNNNNNNN(NN)-B 
3'- L-(N S N) NNNNNNNNNNNNNNNNNNN 

ANTISENSE STRAND (SEQ ID NO 304) 
ALL POSITIONS RIBONUCLEOTIDE EXCEPT POSITIONS (N N) 



-3' 
-5' 



> 



B A 



SENSE STRAND (SEQ ID NO 305) 
ALL PYRIMIDINES - 2'-FLUORO AND ALL PURINES = 2'-OME EXCEPT POSITIONS (N N) 

5- NNNNNNNNNNNNNNNNNNN (N S N) -3 f 

3'- L-(N S N) NNNNNNNNNNNNNNNNNNN -5' 

ANTISENSE STRAND (SEQ ID NO 306) 
ALL PYRIMIDINES = 2'-FLUORO AND ALL PURINES = 2'-OME EXCEPT POSITIONS (N N) 



J 



> 



r 



J 



SENSE STRAND (SEQ ID NO 307) 
ALL PYRIMIDINES = 2' O-ME OR 2'-FLUORO EXCEPT POSITIONS (N N) 

5'- B-N NNNNNNNNNNNNNNNNNN(N N)-B -3' 

3'- L-(N S N) NNNNNNNNNNNNNNNNNNN -5' 

ANTISENSE STRAND (SEQ ID NO 308) 
ALL PYRIMIDINES = 2'-FLUORO EXCEPT POSITIONS (N N) 



> 



D J 



SENSE STRAND (SEQ ID NO 309) 
ALL PYRIMIDINES = 2'-FLUORO EXCEPT POSITIONS (N N) AND ALL PURINES = 2'-DEOXY 

5'- 



3'- 



B-N NNNNNNNNNNNNNNNNNN(N N)-B -3' 
L-(N S N)NNNNNNNNNNNNNNN NNNN -5' 
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ANTISENSE STRAND (SEQ ID NO 306) 
ALL PYRIMIDINES = 2'-FLUORO AND ALL PURINES = 2'-0-ME EXCEPT POSITIONS (N N) 

SENSE STRAND (SEQ ID NO 3 1 0) 
ALL PYRIMIDINES = 2'-FLUORO EXCEPT POSITIONS (N N) 

5- B-N NNNNNNNNNNNNNNNNNN (NN)-B »3 f 

3 ! - L-(N S N) NNNNNNNNNNNNNNN NNNN -5 1 

ANTISENSE STRAND (SEQ ID NO 306) 
ALL PYRIMIDINES = 2'-FLUORO AND ALL PURINES - 2'-0-ME EXCEPT POSITIONS (N N) 



F -A 



SENSE STRAND (SEQ ID NO 309) 
ALL PYRIMIDINES = 2'-FLUORO EXCEPT POSITIONS (N N) AND ALL PURINES = 2'-DEOXY 

5'- B-N NNNNNNNNNNNNNNNNNN (NN)-B -3 ? 

3'- L-(N S N) NNNNNNNNNNNNNNNNNNN -5 1 

ANTISENSE STRAND (SEQ ID NO 3 1 1) 
ALL PYRIMIDINES = 2'-FLUORO EXCEPT POSITIONS (N N) AND ALL PURINES = 2'-DEOXY 



POSITIONS (NN) CAN COMPRISE ANY NUCLEOTIDE, SUCH AS DEOXYNUCLEOTIDES 
(eg. THYMIDINE) OR UNIVERSAL BASES 

B = ABASIC, INVERTED ABASIC, INVERTED NUCLEOTIDE OR OTHER TERMINAL CAP 

THAT IS OPTIONALLY PRESENT 
L = GLYCERYL MOIETY THAT IS OPTIONALLY PRESENT 

S = PHOSPHOROTHIOATE OR PHOSPHORODITHIOATE THAT IS OPTIONALLY PRESENT 
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Figure 5 
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SENSE STRAND (SEQ ID NO 3 12) 



B-GGCUGCUG GCAUGGGUGCUT T-B 
L-T S TC CGACGACCGUACCCACGA 

ANTISENSE STRAND (SEQ ID NO 313) 



SENSE STRAND (SEQ ID NO 314) 
ggcugcuggcaugggugcu T S T 
L-T^T ccgacgaccguacccacga 

ANTISENSE STRAND (SEQ ID NO 315) 



SENSE STRAND (SEQ ID NO 316) 

B-G GcuGcuGGcAuGGGuGcu TT-B 
L-T s Tc cGAcGAccGuAcccAcGA 

ANTISENSE STRAND (SEQ ID NO 317) 



SENSE STRAND (SEQ ID NO 318) 

B-G GcuGcuGGcAuGGGuGctiT T-B 
L,-T S T ccgacgaccguacccacga 

ANTISENSE STRAND (SEQ ID NO 315) 

SENSE STRAND (SEQ ID NO 3 19) 

B-G Gc«GcHGGcAHGGG«Gca TT-B 
~L-T s Tc cgacgaccguacccacga 

ANTISENSE STRAND (SEQ ID NO 3 15) 



SENSE STRAND (SEQ ID NO 318) 

B-G GcuGcuGGcAuGGGuGcu TT-B 
L-T S T ccGAcGAccGuAcccAcGA 

ANTISENSE STRAND (SEQ ID NO 320) 



lower case = 2-O-Methyl or 2'-deoxy-2'-fluoro 

italic lower case = 2'-deoxy-2'-fluoro 

underline = 2'-0-methyl 
ITALIC UPPER CASE = DEOXY 

L = GLYCERYL MOIETY, OR B, OPTIONALLY PRESENT 
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B = ABASIC, INVERTED AB ASIC, INVERTED 
NUCLEOTIDE OR OTHER TERMINAL CAP 
THAT IS OPTIONALLY PRESENT 
S = PHOSPHOROTHIOATE OR 

PHOSPHORODITHIOATE OPTIONALLY PRESENT 



WO 2005/045035 



PCT/US2004/026930 



6/25 







ft 



fen 








to 




m 






II 



VVO 2005/045035 



PCT/US2004/026930 



7/25 



X X g 



z 

2 



z 

I 

z 
z 
z 



z 
z 

z 
z 
z 
z 



z 
z 
z 



5 

H 
X 
W 



X X 

x x 



z 
z 
z 
z 
z 
z 
z 

z 
z 
z 
z 
z 



z 
z 
z 
z 



pi 



ID 



ID 



z 
z 
z 
z 
z 
z 
z 
z 
z 
z 
z 
z 
z 



z 
z 
z 
z 



2 



I 




o 



1 

w 

CO 
Ph 

O 

o 

H H 
o o 

o a 



CO CO ,-i-T 



CO CO 

oo 

H H 



II II 



o a 

<<< 

II II 



SVO 2005/045035 



PCT/US2004/026930 



8/25 



El, 



x x 

X x 

X X 



2 



z 
z 
z 

Z 

z 
z 

z 
z 



z 
z 



5r> 



2 



GO 
Z 

w 
i 

ro 



X! X 



X 



X 



X X 



2 



z 
z 

^^^^ 

z 
z 

z 
z 

z 
z 
z 



^1 _l 



□ 

Z Z 



Z 
Z 

z 
z 
z 
z 
z 
z 



z 
z z 

□ 



o 

o 




H 

j — i 

CO 

§ 

o 
2 



w 

H 

GO 

O 



H 
O 

(S 



GO GO „uT ^kT 



J— ( J-H 

o o 
O O 



II II 



n ii 




WO 2005/045035 



PCT/US2004/026930 



9/25 



(0 




VVO 2005/045035 



PCT/US2004/026930 



10/25 





WO 2005/045035 



PCT/US2004/026930 



11/25 




WO 2005/045035 




PCT/US2004/026930 



12/25 



1 



2£ 





o 



0=Ph— O 



0=Ph— o 



,0 



X 

CD 



CD 




< 



CD 



O 



CD 



O 
CD 



O 



C/3 



53 

(D 



CD 



O 
CD 



c/3 



CD 

C/3 



o 

CD 




II 



0=Ph— O 



O=0h— O 



I 

CD 



Ph 



WO 2005/045035 



PCT/US2004/026930 



13/25 



Si 



5£> 




5S 



.gfD 



i 




— O 



I 



<"n o=e-<— o 



ffl PC 

u U 



I 



o 



©=CL| 



I 

o 



I 



I 



w 



o 



GO 



a> 

o 



CO 



I 



O 



I 



5-1 
O 



3 ^ 
o o 

is s a 




I 



O 



WO 2005/045035 



PCT/US2004/026930 



14/25 



N 



3 
(0 



42 
o 

3 



<0 

o 



O 

Q> 
3 



O 

o 
o 

o 



<D 
<0 



TO 



O 
Q> 

o 



Q 



a> 
o 

CD 



CD 
O 

CD 



CD 
CO 



CD 



CD 
CO 



< 

o 

O 



CO 
CD 



CD 
CD 



CD 



CD 
O c 

O 2 



o 
o 



CD 



CD "m CO 
O) CM g_jC0 

CO o 



t= ■== CD 

- CO i 



CD 



CD 



O 

O CO 



LO 



CD 



CD 
O 
CO 



CD 
O 

CD § 

£ CD 
CO CO 



E < 
O 



O) CD 
CO E? 

CD CO 

Q 



CO 



CO 



CD 

E 

CD 



CD 



CO o 
CD 

CD E 
® C ? 

a- o co 

CD o o 

CO 

o 

CD ~ 

co E 

CD P 



CD 
O 

c 

CD 



CO 



CD 



CD 
O 

CD 



Q. O CD CD 

<Z CO w 



CO 



CD 

E 

CD 



E 

o 
o 



CD 
CO 



E 

CD 
CO 
CO 
CO 



CD 

CO 



o 



CO 

d 

o 
o 

X 
CD 



E 
o 

o 

CO 

■o 

CO 

to 



CO 



CO LO 



WO 2005/045035 



PCT/US2004/026930 



15/25 



a> 
o 

CD 
2 



CD 

to 

CD 



o 

a> 

o 
o 
.S 

o 



CD 
O 

s= 

CD 
3 



CD 



as 

CD 



o 

CD 

s 

p 

■g 

CD 



w CD 



CQ 



§■ 

CO 



CD 



CO 

CD 



CO 
CD 



CD o 



CD £ 

o p 



o 



CD 



O 



CM CO 



3 

9 



CO 



CD 

E? v5E 

CD 

o 



.E CD 
CO 



o 
o 



tr CD 



CD 



CD 
CO 



CO 

CD 
O 



g> CD 

_CD g 

r- CD 

.E CO 



o 



CD 

o 
cz 

CD 



CD 
O 

0 



CD 

CD W 

CO 15 

^< 

iS o 

cB ^ 
E § 

CD 



CO 



E 
o 

O 



O) CD 
CO 

CD _ 

Q ° 



8) CD 



o 

Q 
CO 






UA 










< 


eg 


o 




-► CM O 
CM ~ 


CO 






CO < 




UA 


■ 




O 


■ 


§ < 


Z 


< 


■ 


Z Z) 


o 


nv 


■ 
■ 


9 3 


a 






a 


SE 






LU 

CO 



CD ^* 
CO 



O CD 

CD E 

O _CD 

CD 

ZJ C 

cr o 

CD O 

w a 

CD ~ 

co £ 

CD P 



CD 

I 

CO 

o 



CD 
O 

CD 



CD 
CO 



CO 
CD i 



CD 
O 

CD 



CO 
CD 

£ 

CD 



O CD 

< z: to 



E 
o 

o 



CO 




£ 

p CO 

o c 

CD 

CO 



CD 
CO 



CO 



E 

CD 
CO 
CO 

CO 



o 



CO 



CD 

CO 



CO 
CO 

c o 

_CD x 

Q. _CD 

£ a. 

o ^ 

O TD 



< 

5 



< 

< 



<■ 



co <C ■ 

CM — ) 

°? o 
o :=> 

Z <C 

o 

go 

CO CD 



CO 



CO LO 



WO 2005/045035 



PCT/US2004/026930 



16/25 



CD 



CD 
O 

c 
cd 

C/> Q> 



CD 



CO 

co 

CO 



o 
o 

o 
o 

.s 
g 

o 



Q> 

CO 

o 
e: 

CD 

cr 

CD 

co 



5 
I 

CO 



o 

_cd 

"5. 
uj 



CO 
CD 

a 

CD 



o 

CD 

o 

C 

"co 

a 

CO 

CO 
CD 



cts 



LU 

O 



LU 



a 

LU 

CO 



LU 

CD 
< 



CD 

o 



CM „ 
CO < 



Qo 



Q < 



LU 3 

CO < 



LO 




o 



O 

CD 

E 
O 



CD 



a 



CO 



X 
CD 



a 

o 



£ 

CD 
CO 
CO 

< 



CD 
CO 



CO 



CD 
O 
CO 



CM 



X 
CD 



i 

o 



o 

CD 

< 




< 
cd 

< 



< 
< 



CM O 

co ^ 

Q § 



— o 

O CD 
ill 

CO 



< 



cm O 

co ^> 

o 2 



a cd 
m 

CO 



CD 
O 



■ < 




CO LO 



< 



< 




CM 
CO 

■ ■ 

O 

o 

a 

LU 

CO 



CO 




WO 2005/045035 




. S 



PCT/US2004/026930 



17/25 



CO C 
£ 3 

CD 

o 
c: 

<D 

o- 

<D 
CO 



<0 



o 

o 

c: 
o 

o 
o 



6 

CD 

to 

tO 
CO 



8 

I 

CO 



CD 
CO 

CD 
O 

CD 

o- 

CD 
CO 



CO 
CD 



"55 
co 

CD 

$ 

CD 
O 

CD 

cr 

CD 

CO 



CD 



o 

■Si 

5 

.8 

■ m 

Q 



CD 



o 

CD o 

p 

"co 

CO 

CO 
CD 
JM 



CD 



O 

o 



O 

CD 

"I 

o 



X 
CD 



Q 




3 ■ 
< ■ 



8 o 

co 

o 3 



eg 

HI 

co co 



X 
CD 



Q 

o 



E 

CD 
00 

oo 
< 



CD 

CO 



< 

"CD 

CD 




CM 
CO 

• ■ 

O 



a 
1 1 1 

CO LO 











o 




CO 


o 


CD 


CD 




O 




c 




CD 


CO 




O 


cr 




CD 


■a 


00 


CO 


a5 


00 










he 




Eit 


"1 


m 





o 

< 




< 

< 



< 
< 



CD 



O co 

CM 
CO 

■ ■ 

O 



o a 

„ LU 

co co 



o 

"oo 

CD 00 

0 CD 

1 8" 

CD CD 
00 JZ 

CD 

CD CD 
CD 

CO 



o .S 



o 

00 



CD 
CD 



WO 2005/045035 



PCT/US2004/026930 



18/25 



CD 
N 



=3 



42 
o 

3 



<0 

o 

■s 



o 

Q> 

cr 



O 

CD 



CO 
CD 

§■ 



ii 

a 

<5 



Q 

■ « 



CD 
S3 

a: 



CD 
O 

CD 



CD 
CO 



o 

< 

o 

O 



CD 



CO 
CD 



O 
_CD 

O 



CD 
Cp CM 

CD O 



CD 



CD 



LO 



X 
ca ™ 

CD 
O 



05 



O CD 



CD SZ £ 



CO 



CD CO 
CO & 



aT o 

<D 

E E 
® -a 

Q. CD 

E S 
o "o 

2 i 

O) CD 

CO N 
CD ~ 
Q 



CD O 
CD c 

CD .g 
CO 

E 

o £ 

o — 



CO 
CD 



CD 



O 
CD 

CD 



CD 

CD 
O 

CD 



™ CD 
CO 



55 

X 
X 



CO 



CD 
■ 

CO 
CD -~ 

a CD 
d ^ 

CD CO 
=3 CD 



CD 
CO 

CD 
CD 



O 

o 



^ "5 CD 



CM 
CD T_ 

E o 

° ™ 



o 
o 



CD 



CO 
CD 



CD 
O 

CD 



CD 

8 o 



CD £r 

O" D) CO 

CD CD 

CO «- 

CD > 

CD a> 

0) r i; 

> CD CD 



CD 
CD 



- E 

CD 



E 
o 



CD c 
< O 



CD 



2 

X 



X 

s 



CO 



CO 
CO 

^ o 

CD 3 



E o 

_CD O 

o_ < 

E Z 
o 

M_ X 

75 ® 

CO 

CD 

N 

is c: 



X 



2 

X 



CO 



CO LO 



WO 2005/045035 



PCT/US2004/026930 



19/25 



5C 




to 

c: 
o 



c: 

CO 



to 



to 

c: 
o 

c: 

Q> 

I 

O 

O 



.52 

"S3 



o £ 



tO 
Q> 

I 
S 

UJ 

• m 

to 



to 
o 

=3 



to 

o 

o 



r 



CD 



CO A 



CD 

E 

CD 



E 
o 

O 



V 



> 



CM 
O 

"o> 

CD 

a: 

CO 



CD 

E 

CD 



J 



E 
o 

O 



LO CO 



CM 
O 



CD 

cm 



> 



CO 



CD 
CD 



r 



E 

j 8 



CD 



as 

CD 

E 

CD 



< 



E 
o 

O 



LO CO 



< 



CQ 



WO 2005/045035 




PCT/U S2004/026930 



20/25 




) 



WO 2005/045035 




PCT/US2004/026930 



21/25 



45 c: 






WO 2005/045035 



PCT/US2004/026930 



22/25 



1. 



.2 

§ Q) 

"I 

5* re 




5: C 
<o a> 

"re § 

ii 

o o 



'43 Q> 

re C 

o 



o g> 
to 

Q- re 



5 

a> o 



.<2 



CO 



CD 
CD 



E 
o 

O 




lO CO 



< 



CM 

c 

o 

O) 
CD 

CD 

£ 

CD 



£ 
o 

O 



LO CO 



CO 



WO 2005/045035 



PCT/US2004/026930 



23/25 




WO 2005/045035 



} 



PCT/US2004/026930 



24/25 




WO 2005/045035 



PCT/US2004/026930 



25/25 



CM 
CM 

CD 



mrnmm 

LU 



|OJJUOQ U 

oipa^suBJi 



miiuiHiifiiunniiiiiniiiiiiiiiiiiiiiiiiiiii 



d) o 
Q- 

x a> 
uj * — 

< c ® 
^ as 




^ h jJJ 

CM q 

O = o 

O g m 



CM 
O 

in 
< 



CM 




201 



292^/9^2*9 
992^/9*2*9 



1-92*9/9*2*9 
992*9/9*2*9 



092*9/**2*9 
292*9/**2*9 



692*9/9*2*9 
1*92*9/9*2*9 



992*9/2*2*9 
092*9/2*2*9 



z92*9/o*2*9 
6*2*9/0*2*9 



992*9/0*2*9 

9*2*9/0*3*9 



[992*9/692*9 
|Z*2*9/692*9 



C 
<D 

E 



in 

CM 



CM 



OO CD CM o 



QH|ba JJ-OOON pez!|BLUJOis| 



